Background: Growing evidence indicates that inflammation contributes to cancer progression, and several inflammatory markers have been reported to be associated with the clinical outcomes in patients with various types of cancer. Recently, the advanced lung cancer inflammation index (ALI) has been developed as a prognostic marker in patients with lung cancer. The difference between the ALI and the inflammatory markers reported in the previous studies is that the ALI contains not only indices related to inflammation but also the body mass index (BMI), which was reported to correlate with the sarcopenic status. The aim of this study was to evaluate the prognostic significance of the ALI in patients with unresectable metastatic colorectal cancer. Methods: We retrospectively reviewed a database of 159 patients who underwent combination chemotherapy for unresectable metastatic colorectal cancer between 2008 and 2016. The BMI was calculated by dividing the weight by height squared. The neutrophil-to-lymphocyte ratio (NLR) was calculated from a blood sample by dividing the absolute neutrophil count by the absolute lymphocyte count. The ALI was defined as follows: ALI=BMI × serum albumin concentration/NLR. Results: The overall survival rate was significantly worse in the low-ALI group than in the high-ALI group (p < 0. 0001). Furthermore, the ALI was an independent prognostic factor for the overall survival (hazard ratio: 2.773, 95% confidence interval: 1.773-4.335, p < 0.001). Conclusions: A newly developed prognostic marker, the ALI, was found to be a novel prognostic marker in patients with unresectable metastatic colorectal cancer as well as in patients with lung cancer.
Background
Growing evidence indicates that inflammation contributes to cancer progression [1, 2] , and several inflammatory markers, such as the neutrophil-to-lymphocyte ratio (NLR), lymphocyte-to-monocyte ratio (LMR), Glasgow prognostic score (GPS) and the C-reactive protein-to-albumin ratio (CRP/ALB ratio), have been reported to be associated with the clinical outcomes in patients with various types of cancer, including colorectal cancer [3] [4] [5] [6] [7] [8] [9] [10] .
Recently, the advanced lung cancer inflammation index (ALI), which is based on the body mass index (BMI), serum albumin concentration and NLR, was developed as a prognostic marker in patients with lung cancer [11] . The difference between the ALI and the inflammatory markers reported in previous studies is that the ALI contains not only indices related to inflammation but also the BMI, which has been reported to correlate with the sarcopenic status [12] . Sarcopenia is an important component of cancer cachexia syndrome and a significant prognostic factor in patients with malignant disease [13, 14] . Although there are few patients with cachexia among the patients who undergo curative resection for colorectal cancer, patients suffering from cachexia are present in definite proportions among those with unresectable metastatic colorectal cancer. Therefore, the ALI, which contains the BMI, is thought to be a more accurate prognostic marker than others.
The aim of this study was to evaluate the prognostic significance of the ALI in patients with unresectable metastatic colorectal cancer.
Methods
Between 2008 and 2016, a total of 159 patients underwent combination chemotherapy for unresectable metastatic colorectal cancer as a first-line treatment at the Department of Surgical Oncology of Osaka City University.
Blood samples were obtained and the height and the weight were measured within a period of one week prior to the initiation of chemotherapy. We assayed the serum C-reactive protein (CRP) and albumin concentrations by a chemiluminescent immunoassay (Wako, Osaka, Japan) according to the manufacturer's protocol. We determined the differential leukocyte count by an XE-5000 hematology analyzer (Sysmex, Kobe, Japan) according to the manufacturer's protocol. The BMI was calculated by dividing the weight by the height squared (kg/m 2 ). The NLR was calculated as absolute neutrophil count divided by absolute lymphocyte count from a complete blood count with differential. The ALI was defined as follows: ALI=BMI × serum albumin concentration/NLR. The modified GPS (mGPS) was defined according to the methods of a previous report [9] , using the combination of the serum CRP and albumin levels: patients with a CRP level of < 1.0 mg/dl were allocated a score of 0; those in whom the CRP and albumin levels were ≥ 1.0 mg/dl and ≥ 3.5 g/dl, respectively, were allocated a score of 1; and those in whom the CRP and albumin levels were ≥ 1.0 mg/dl and < 3.5 g/dl, respectively, were allocated a score of 2. Computed tomography (CT) was used to evaluate the skeletal muscle mass. Manual tracing using CT imaging at the level of the third lumbar vertebra was used to measure the cross-sectional areas of the right and left psoas muscle. The psoas muscle mass index (PMI) was calculated as the cross-sectional areas divided by height (cm 2 /m 2 ). Continuous variables were compared using the Mann-Whitney test. Survival curves were made using the Kaplan-Meier method. Patients whose follow-up was discontinued were treated as censored cases in the survival analysis. Differences in the survival curves were assessed using the log-rank test. To evaluate the prognostic factors associated with overall survival, 
Results

Patient characteristics
The baseline characteristics of the patients are shown in Table 1 . Eighty-seven patients were males and 72 patients were females. The median age of the patients was 65 years (range: 18 to 89). According to the definition of the Eastern Cooperative Oncology Group performance status (PS), PS was evaluated as 0 in 139 patients, 1 in 17 patients, and 2 in 3 patients. Thirty-nine patients were right-side colorectal cancer, and 120 were left-side colorectal cancer. One hundred and six patients had single-organ metastasis, and 53 had multiorgan metastases. Oxaliplatin, irinotecan plus 5-fluorouracil/leucovorin, or the prodrug of 5-fluorouracil were administered in all patients as first-line chemotherapy. The treatment regimens, which were considered to have the same efficacy, were used for all patients in the current study [15] [16] [17] . Five-fluorouracil+leucovorin+oxaliplatin (FOLFOX) were administered in 74 patients, capecitabine+oxalipla-tin (CapeOX) were administered in 52, 5-fluorouracil Relationships between the ALI (and its components) and clinicopathological factors Table 2 shows the relationship between the ALI (and its components) and the clinicopathological factors. The ALI had no significant relationship with any of the clinicopathological factors, with the exception of the timing of the detection of metastatic tumors.
Classification according to the ALI
The ALI, which is a continuous variable, was used as the test variable, and the 24.4-month survival (median survival time: 24.4 months) was used as the state variable. We set 28.9 (sensitivity: 72.7%; specificity: 53.8%) as the cut-off value for the ALI by calculating the receiver operating characteristic (ROC) curve (Fig.1) . The patients were classified into high-ALI (n = 92) and low-ALI (n = 67) groups.
Survival analyses according to the ALI
The overall survival rate for the low-ALI group was significantly lower than that for the high-ALI group (p < 0.0001) (Fig. 2) .
Prognostic factors influencing the overall survival
The correlations between the overall survival and the various clinicopathological factors are shown in Table 3 .
The univariate analysis showed that the overall survival was significantly associated with the performance status (p = 0.021), the location of the primary tumor (p = 0.002), the RAS status (p = 0.018) and the ALI (p < 0.001). A multivariate analysis of these significant variables indicated that the location of the primary tumor (hazard ratio: 2.441, 95% confidence interval: 1.427-4.175, p = 0.001) and the ALI (hazard ratio: 2.773, 95% confidence interval: 1.773-4.335, p < 0.001) were independently associated with the overall survaival.
Survival analysis according to the mGPS
Although there was no significant difference in the overall survival between the patients with an mGPS of 1 and those with an mGPS of 2, the overall survival rate of patients with an mGPS of 0 was significantly better than that of those with an mGPS of 1 or 2 (Fig.3) .
Classification according to the BMI
The BMI, which is a continuous variable, was used as the test variable, and the 24.4-month survival (median survival time: 24.4 months) was used as the state variable. We set 22.66 (sensitivity: 47.0%; specificity: 68.8%) as the cut-off value for the BMI by calculating the ROC curve (Fig.4) . The patients were classified into high-BMI (n = 60) and low-BMI (n = 99) groups. 
Survival analysis according to the BMI
The overall survival rate for the low-BMI group was significantly lower than that for the high-BMI group (p = 0.0136) (Fig. 5) . Furthermore, we performed a survival analysis according to the combination of the BMI and the NLR. We set 3.0 as the cut-off NLR according to a previous report [18] . In the high BMI group, the overall survival rate of the high NLR group was significantly worse than that of the low NLR group (p = 0.0358). Similarly, in the low BMI group, the overall survival rate of the high NLR group was significantly worse than that of the low NLR group (p = 0.0003) (Fig.6) . The combination of the BMI and the NLR had greater prognostic value than the BMI alone.
Relationship between the BMI and the PMI
The BMI was significantly associated with the PMI (r = 0.437, p < 0.001) (Fig.7) .
Relationship between the ALI and tolerance of chemotherapy
There was no significant relationship between the ALI and the discontinuation of chemotherapy due to the Grade ≥ 3 adverse events (Table 4) .
Discussion
In this study, we investigated the prognostic significance of the ALI as a marker for predicting the prognosis in patients with unresectable metastatic colorectal cancer. In previous studies, the ALI has only been validated for its usefulness in patients with lung cancer. To our knowledge, this is the first study to assess the prognostic significance of the ALI in patients with colorectal cancer. Inflammation is known to play an important role in cancer progression, and there have been a lot of reports regarding the utility of the inflammatory markers as a prognostic marker for cancer patients. Systemic inflammation in cancer patients is caused by several mechanisms, such as tissue inflammation induced by tumor growth or invasion, necrosis and local tissue damage and the production of inflammatory mediators induced by the cancer itself and leukocytes [1, 19, 20] . Because systemic inflammation is responsible for cancer growth, invasion, metastasis and resistance to chemotherapy [1, 19, 21] , the measurement of the inflammatory markers has prognostic value in cancer patients.
The BMI has been reported to be associated with the presence of sarcopenia, which is an important component of cancer cachexia syndrome and a significant prognostic factor in cancer patients [12] [13] [14] . In this study, a significant correlation was found between the BMI and the PMI, which was reported to be correlated with the skeletal muscle mass of the whole body [22] and which is one of the indicators of sarcopenia. However, the BMI cannot accurately reflect the body composition, such as body fat and skeletal muscle, which are necessary for evaluating sarcopenia. There are some patients with sarcopenic obesity who have heavy weight but low muscle mass. Therefore, Kim et al. developed the modified-ALI, based on the quantitative assessment of skeletal muscle, for use instead of the BMI [23] . Nevertheless, the modified-ALI had no additional prognostic value beyond the original ALI [23] . Thus, Kim et al. concluded that the original-ALI, which was easy to calculate, was sufficient for predicting the prognosis in clinical practice. In the present study, even the BMI alone was associated with survival. However, the combination of the BMI and the NLR had greater prognostic value. As cachexia is a consequence of chronic systemic inflammation, the combination of the BMI and inflammatory markers enables a more accurate assessment of cachexia. Thus, the ALI, which includes the BMI and inflammatory markers, has excellent prognostic value.
In addition to the ALI, various inflammatory markers have been reported to be correlated with the prognosis of patients with various types of malignancies. In this study as well as the previous reports, the mGPS was found to be correlated with the prognosis of patients with unresectable metastatic colorectal cancer, and there is no doubt that the mGPS is a useful prognostic marker. Fig. 6 Kaplan-Meier survival curves for overall survival according to the combination of the body mass index (BMI) and the neutrophil to lymphocyte ratio (NLR). In the high BMI group, the overall survival rate in the high NLR group was significantly worse than that in the low NLR group (p = 0.0358) (a) Similarly, in the low BMI group, the overall survival rate in the high NLR group was significantly worse than that in the low NLR group (p = 0.0003) (b) However, as mentioned in past reports, when the mGPS is used, many cases are classified into the group with an mGPS of 0, which is considered to have a good prognosis [9] . Even in this study, which contained advanced cases in which the degree of systemic inflammation was likely to be high due to an increased tumor burden, more than 70% of cases were classified into the group with an mGPS of 0. Although both the ALI and the mGPS are useful prognostic markers, there are still some subjects to be considered. Thus, it is difficult to decide which inflammatory marker is superior at the present time.
Although we set 28.9 as the cut-off value of the ALI based on the ROC curve in this study, the range of the cut-off values used in previous reports are relatively broad, with values of 18, 19.5 and 31.1 [11, 23, 24] . The degree of systemic inflammation was reported to be associated with the tumor progression, as with the TNM stage [3] . In addition, even at the same stage, the degree of inflammation may vary depending on the type of cancer. Therefore, the cut-off value of the ALI used in the present study is a provisional value. In this study, an ROC curve analysis, in which the vital status at the median survival was used as the state variable, was performed to determine the optimal cut-off ALI value. Although there were some patients who died within 6 months after the initiation of chemotherapy, the proportion of such patients was only 6.9%, and in many cases long-term follow-up was possible. Thus, the method used in this study to determine the cut-off value was thought to be relatively reliable.
The current study was a retrospective study with a small cohort in single-center. Further prospective studies are required to confirm our findings. In addition, it is necessary to determine the cut-off value for each type of cancer and stage in order to apply the ALI in the clinical setting.
When considering treatment strategies, the contents of treatment should be mainly decided according to the National Comprehensive Cancer Network or European Society for Medical Oncology guidelines, which are based on large-scale clinical data, rather than inflammatory markers such as the ALI. However, the present study-which was based on clinical data-revealed that ALI was a useful preoperative marker in patients with metastatic colorectal cancer and that inflammation was contributed to the cancer development and chemoresistance, both of which are meaningful findings.
Conclusions
A newly developed prognostic marker, the ALI, which is based on the BMI, serum albumin concentration and NLR, was found to be a novel prognostic marker in patients with unresectable metastatic colorectal cancer as well as in patients with lung cancer. Our findings indicate that the ALI may provide useful information when considering treatment strategies for unresectable metastatic colorectal cancer. Fig. 7 The correlation between the body mass index (BMI) and the psoas muscle mass index (PMI). The BMI was significantly associated with the PMI (r = 0.437, p < 0.001)
